Dear Editor,

Marchiafava-Bignami disease (MBD) is a rare condition mainly associated with chronic alcoholism that is characterized by demyelination and necrosis of the corpus callosum.[@B1] MBD produces various neurological symptoms, including an altered mental state, gait difficulty, cognitive dysfunction, and seizure.[@B1] Although status epilepticus has rarely been reported in patients with MBD, this condition can lead to poor outcomes.[@B2] Here we report a patient showing a favorable outcome after refractory nonconvulsive status epilepticus (NCSE) as an initial manifestation of MBD.

A 58-year-old man presented in an acute confused state with intermittent upward eyeball deviation that had developed a few hours prior to seeking treatment. He had a history of chronic high alcohol intake, consuming about 2 bottles of Korean soju daily. The patient\'s wife mentioned that he had consumed alcohol within 6 hours before the onset of the symptoms. He had a history of early esophageal cancer, which had been treated with endoscopic submucosal dissection 2 years previously. He had no history of recent medication. A neurological examination revealed that he was disoriented and had a fluctuating level of consciousness. Routine blood tests (including of the thiamine level) and cerebrospinal fluid studies revealed no abnormalities. Brain magnetic resonance imaging (MRI) performed at admission revealed hyperintense lesions involving the splenium and genu of the corpus callosum and the cerebral cortex ([Fig. 1A--D](#F1){ref-type="fig"}), which was consistent with MBD. Electroencephalography (EEG) revealed periodic rhythmic theta-to-delta activity suggestive of NCSE ([Supplementary Fig. 1](#S1){ref-type="supplementary-material"} in the online-only Data Supplement).

He was started on intravenous (IV) thiamine at 200 mg/day, in addition to IV lorazepam (0.1 mg/kg) followed by IV fosphenytoin (30 mg/kg loading dose), but his clinical and electrographic seizures persisted. Seizure control was achieved on day 4 after adding levetiracetam (2,000 mg/day) and lacosamide (400 mg/day). On day 7 he was oriented and was able to walk with some assistance. He was maintained on IV thiamine for 28 days, followed by oral thiamine at 30 mg/day. Follow-up MRI at 1 month after the onset of symptoms revealed persistent hyperintense lesions of the corpus callosum, with some atrophic changes ([Fig. 1E--I](#F1){ref-type="fig"}). At the 2-month follow-up he was able to carry out many of his usual activities without assistance. He did not experience any symptom indicative of a seizure while receiving maintenance levetiracetam (300 mg/day) and lacosamide (400 mg/day).

This patient represents a unique case of MBD presenting with refractory NCSE. The patient had a normal blood thiamine level, but MBD can be diagnosed regardless of the thiamine level.[@B1] To the best of our knowledge NCSE has not been reported previously in a patient with MBD, and so the present findings are the first to suggest that MBD can be involved in the etiology of NCSE.

Other alcohol-related conditions such as alcohol-withdrawal seizures and subacute encephalopathy with seizures in alcoholics (SESA syndrome) should have been considered in this case, but some of the findings were more strongly suggestive of the seizures being due to MBD. Alcohol-withdrawal seizures generally occur 12--48 hours after the abrupt cessation of alcohol intake in alcohol-dependent patients.[@B3] However, our patient had consumed alcohol during the 6-hour period before the onset of symptoms. Furthermore, alcohol-withdrawal seizures typically manifest with generalized tonic-clonic seizures or (less frequently) partial seizures over a short duration,[@B4] whereas our patient experienced prolonged nonconvulsive seizures. On the other hand, SESA syndrome usually shows periodic lateralized epileptiform discharges and/or focal slow delta activity on EEG. The MRI characteristics of SESA syndrome generally include multi-infarct changes with predominance in the subcortical and periventricular areas,[@B5] but there were no such findings in our patient.

There are two clinicoradiological subtypes of MBD.[@B6] Type A shows major impairment of consciousness, the involvement of the entire corpus callosum, and poor outcomes, whereas type B is characterized by slight impairment of consciousness, partial involvement of the corpus callosum, and favorable outcomes. Extracallosal lesions are present more frequently in MBD of type A than of type B. The clinical and imaging features in our patient were compatible with type A, but he showed a relatively good prognosis despite the occurrence of refractory NCSE. This finding may emphasize the importance of prompt therapy with parenteral thiamine. Hillbom et al.[@B1] showed that a favorable outcome was associated with initiating thiamine within 2 weeks after the onset of symptoms, while we administered thiamine within 1 day after the onset of symptoms.
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The online-only Data Supplement is available with this article at <https://doi.org/10.3988/jcn.2019.15.3.393>.

###### Supplementary Fig. 1

EEG findings. A: EEG revealed repetitive theta activity originating from electrode P4/T6, followed by spreading to electrode F4 and the left hemisphere with evolutions in voltage and frequency. B: Subsequently there was almost continuous generalized rhythmic theta-to-delta activity. EEG: electroencephalography.

![MRI findings. The initial MRI revealed increased signal intensities in the splenium and genu of the corpus callosum and the cerebral cortex in DWI (A and B) and axial FLAIR imaging (C and D). Follow-up MRI performed 1 month later revealed complete resolution of the abnormal DWI signals (E and F), but persistent lesion hyperintensities with some atrophic changes were observed on axial FLAIR images (G and H) and sagittal T2-weighted images (I). DWI: diffusion-weighted imaging, FLAIR: fluid-attenuated inversion recovery, MRI: magnetic resonance imaging.](jcn-15-393-g001){#F1}
